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quirurgico de la enfermedad de Parkinson. 
NEUROLOGIA, (1999 May) 14 Suppl 1 54-71. Ref: 106 
Journal code: 9005460. ISSN: 0213-4853. 

ANSWER 20 OF 52 MEDLINE 
Serrano-Sanchez T; Diaz-Armesto I 
[Brain-derived growth factor: current aspects] . 

Factor de crecimiento derivado del cerebro: aspectos de actualidad. 
REVISTA DE NEUROLOGIA, (1998 Jun) 26 (154) 1027-32. Ref: 79 
Journal code: 7706841. ISSN: 0210-0010. 
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L8 ANSWER 2 7 OF 52 MEDLINE 
AU Brooks D J 
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Journal code: 7501064. ISSN: 0095-4829. 

L8 ANSWER 2 9 OF 52 MEDLINE 
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AU Chisholm A H 
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L8 ANSWER 3 OF 52 MEDLINE 

AU Zesiewicz T A; Hauser R A 

TI Neurosurgery for Parkinson's disease. 

SO SEMINARS IN NEUROLOGY, (2001) 21 (1) 91-101. Ref: 124 
Journal code: 8111343. ISSN: 0271-8235. 

AB Medical therapy for Parkinson's disease (PD) often 

becomes inadequate over several years. Disability increases despite 
maximal medical management and many patients develop motor fluctuations 
and dyskinesia. In addition, medications provide good control of tremor in 
only 50% of cases. In appropriately selected cases, surgical therapies for 
PD provide benefit for medically refractory symptoms. Recent advances have 
provided a greater array of surgical options . Unilateral thalamotomy and 
thalamic stimulation are considered safe and effective procedures to treat 
contralateral tremor. Pallidotomy and pallidal stimulation primarily 
reduce contralateral dyskinesia, with lesser effects on bradykinesia and 
rigidity. Studies indicate that subthalamic nucleus (STN) stimulation 
improves "off" period function, decreases "off" time, and lessens 
dyskinesia. Fetal cell transplantation remains experimental, and studies 
are underway to evaluate the safety and efficacy of porcine fetal cell and 



human retinal pigment epithelial cell transplantation. This chapter 
reviews the history of surgical procedures for PD, describes 
current procedures, and offers a look into the future of neurosurgical 
options for PD. 

L8 ANSWER 4 OF 52 MEDLINE 
AU Borlongan C V 

TI Transplantation therapy for Parkinson's disease. 

SO EXPERT OPINION ON INVESTIGATIONAL DRUGS, (2000 Oct) 9 (10) 2319-30. Ref : 
67 

Journal code: 9434197. ISSN: 1354-3784. 
AB This review paper will provide an overview of the advent of 

neural transplantation therapy and the milestones achieved over the last 
20 years for its use in treating Parkinson's disease. 

A discussion of technical factors that influence the outcome of neural 
transplantation is presented, with emphasis given on three sections 
dealing with immunosuppressants, alternative grafts and trophic factors 
which have recently been the focus of basic research and development of 
early phase clinical trials. Some views on the clinical assessment of 
transplanted Parkinson's disease patients are given at 

the end of the paper, with a synopsis highlighting the importance of basic 
research in advancing the potential clinical benefits of neural 
transplantation therapy in the treatment of Parkinson's 
disease . 

L8 ANSWER 6 OF 52 MEDLINE 
AU Barker R A 

TI Prospects for the treatment of Parkinson's disease 
using neural grafts. 

SO Expert Opin Pharmacother , (2000 Jul) 1 (5) 889-902. Ref: 58 
Journal code: 100897346. ISSN: 1465-6566. 

AB Parkinson's disease (PD) is an incurable 

neurodegenerative condition of the central nervous system (CNS) that 
typically presents in the fifth to seventh decade of life, with a movement 
disorder that consists of a resting tremor, bradykinesia and rigidity. It 
is a disease that can only be diagnosed with certainty at postmortem when 
the pathological hallmark is loss of the dopaminergic nigrostriatal 
pathway and presence of Lewy bodies in the substantia nigra. However, 
pathological changes, including Lewy body formation, are found outside of 
the nigrostriatal system and involve other neurotransmitters, which may 
also account for some of the cognitive, psychiatric and autonomic 
abnormalities in these patients. To date, the mainstay of treatment for 
patients with PD has been drugs that activate the dopaminergic network, 
namely the dopamine precursor L-dopa and dopamine receptor agonists. 
However, recently interest has turned towards more curative therapies, 
including the use of grafts of neural tissue to replace dopaminergic 
neurones that have been lost. This approach has now entered clinical 
trials and this review will analyse the therapeutic approach of 
neural grafting in PD. 

L8 ANSWER 7 OF 52 MEDLINE 
AU Mendez I; Baker K A; Hong M 

TI Simultaneous intrastriatal and intranigral grafting (double grafts) in the 

rat model of Parkinson's disease. 
SO BRAIN RESEARCH. BRAIN RESEARCH REVIEWS, (2 0 00 Apr) 32 (1) 328-39. 

Journal code: 8908638. ISSN: 0165-0173. 
AB Experimental and clinical studies of neural transplantation in 

Parkinson's disease have focused on the placement of 

fetal dopaminergic grafts not in their ontogenic site (substantia nigra) 
but in the main nigral target area (striatum) . The reason for this is the 
apparent inability of intranigral nigral grafts to extend axons for long 
distances reinnervating the ipsilateral striatum. This review 
presents previous work by our laboratory [I. Mendez, M. Hong, 
Reconstruction of the striato-nigro-striatal circuitry by simultaneous 



double dopaminergic grafts: a tracer study using fluorogold and 
horseradish peroxidase, Brain Res. 778 (1997) 194-205; I. Mendez, D. Sadi, 
M. Hong., Reconstruction of the nigrostriatal pathway by simultaneous 
intrastriatal and intranigral dopaminergic transplants, J. Neurosci. 16 
(1996) 7216-7227] using a new transplantation strategy aimed at restoring 
dopaminergic innervation of the nigra and striatum by simultaneous 
dopaminergic transplants placed in the substantia nigra and ipsilateral 
striatum (double grafts) in the 6-hydroxydopamine lesioned adult rat 
brain. These double grafts achieve not only greater striatal reinnervation 
than the standard intrastriatal grafts but also produce a faster and more 
complete behavioural recovery six weeks after transplantation. Injection 
of the retrograde tracer fluorogold into the striatum and nigra resulted 
in fluorescent labeled cells within the intranigral graft and the 
intrastriatal graft and surrounding striatum, respectively suggesting that 
these double grafts promote at least partial reconstruction of the 
nigrostriatal dopaminergic pathway. This double graft strategy may have 
potential implications in clinical neural transplantation for 
Parkinson's disease. 

L8 ANSWER 8 OF 52 MEDLINE 

AU Larsson L C; Widner H 

TI Neural tissue xenograf ting . 

SO SCANDINAVIAN JOURNAL OF IMMUNOLOGY, (2000 Sep) 52 (3) 249-56. Ref : 64 

Journal code: 0323767. ISSN: 0300-9475. 
AB Neural transplantation may become an important treatment alternative for 

focal brain disorders. To date, the most successful grafts have been 

obtained in patients with Parkinson's disease. 

Completely normalized dopamine production and reduction of Parkinsonian 
symptoms have been demonstrated 10 years after grafting. However, the 
allogeneic donor tissue has to be obtained from induced abortions, and 
there are logistical difficulties, risks of infection, and ethical 
constraints limiting a wider clinical use. Xenograf ting is an alternative 
that could bridge these limitations if immunological rejection could be 
prevented. Pig embryonic neural tissue has been grafted to patients with 
Parkinson's disease, but no functional benefits have 

clinically been proven so far. The immune reactions to neural xenografts 
were incompletely characterized at the time of these early clinical 
trials, and it is likely that the treatments used were insufficient and 
that the grafts were rejected. In this article we will review 
new experiments addressing the immune responses against porcine neural 
tissue grafted to the adult brain, including the role of antibodies, 
complement, natural killer (NK) cells, lymphocytes, as well as the effects 
of immunosuppressive drugs and donor tissue modifications. 

L8 ANSWER 9 OF 52 MEDLINE 

AU Barker R A; Kendall A L; Widner H 

TI Neural tissue xenotransplantation: what is needed prior to clinical trials 
in Parkinson's disease? Neural Tissue Xenograf ting 
Project . 

SO CELL TRANSPLANTATION, (2000 Mar-Apr) 9 (2) 235-46. Ref: 74 
Journal code: 9208854. ISSN: 0963-6897. 

AB Embryonic allografted human tissue in patients with Parkinson's 
disease has been shown to survive and ameliorate many of the 
symptoms of this disease. Despite this success, the practical problems of 
using this tissue coupled to the ethical restrictions of using aborted 
human fetal tissue have lead to an exploration for alternative sources of 
suitable material for grafting, including xenogeneic embryonic 
dopaminergic-rich neural tissue. Nevertheless, xenograf ted neural tissue 
itself generates a number of practical, ethical, safety, and immunological 
issues that have to be addressed prior to any clinical xenotransplant 
program. In this article we review these critical issues and set 
out the criteria that we consider need to be met in the development of our 
clinical xenotransplantation research programs. We advocate that these, or 
similar, criteria should be adopted and made explicit by other centers 



contemplating similar clinical trials. 



L8 ANSWER 10 OF 52 MEDLINE 

AU Brundin P; Karlsson J; Emgard M; Schierle G S; Hansson 0; Petersen A; 
Castilho R F 

TI Improving the survival of grafted dopaminergic neurons: a review 

over current approaches . 
SO CELL TRANSPLANTATION, (2000 Mar -Apr) 9 (2) 179-95. Ref : 151 

Journal code: 9208854. ISSN: 0963-6897. 
AB Neural transplantation is developing into a therapeutic alternative in 

Parkinson's disease. A major limiting factor is that 

only 3-20% of grafted dopamine neurons survive the procedure. Recent 
advances regarding how and when the neurons die indicate that events 
preceding actual tissue implantation and during the first week thereafter 
are crucial, and that apoptosis plays a pivotal role. Triggers that may 
initiate neuronal death in grafts include donor tissue hypoxia and 
hypoglycemia, mechanical trauma, free radicals, growth factor deprivation, 
and excessive extracellular concentrations of excitatory amino acids in 
the host brain. Four distinct phases during grafting that can involve cell 
death have been identified: retrieval of the embryo; dissection and 
preparation of the donor tissue; implantation procedure followed by the 
immediate period after graft injection; and later stages of graft 
maturation. During these phases, cell death processes involving free 
radicals and caspase activation (leading to apoptosis) may be triggered, 
possibly involving an increase in intracellular calcium. We review 
different approaches that reduce cell death and increase survival of 
grafted neurons, typically by a factor of 2-4. For example, changes in 
transplantation procedure such as improved media and implantation 
technique can be beneficial. Calcium channel antagonists such as 
nimodipine and flunarizine improve nigral graft survival. Agents that 
counteract oxidative stress and its consequences, such as superoxide 
dismutase overexpression, and lazaroids can significantly increase the 
survival of transplanted dopamine neurons. Also, the inhibition of 
apoptosis by a caspase inhibitor has marked positive effects. Finally, 
basic fibroblast growth factor and members of the transforming growth 
factor-beta superfamily, such as glial cell line-derived neurotrophic 
factor, significantly improve the outcome of nigral transplants. These 
recent advances provide hope for improved survival of transplanted neurons 
in patients with Parkinson's disease, reducing the 

need for human embryonic donor tissue and increasing the likelihood of a 
successful outcome. 

L8 ANSWER 11 OF 52 MEDLINE 
AU Bjorklund A 

TI Cell replacement strategies for neurodegenerative disorders. 

SO NOVARTIS FOUNDATION SYMPOSIUM, (2000) 231 7-15; discussion 16-20. Ref: 39 
Journal code: 9807767. 

AB Cell transplantation has over the last two decades emerged as a promising 
approach for restoration of function in neurodegenerative diseases 
, in particular Parkinson's and Huntington's disease. Clinical 
trials have so far focused on the use of implants of embryonic 
mesencephalic tissue containing already fate-committed dopaminergic 
neuroblasts with the capacity to develop into fully mature dopamine 
neurons in their new location in the host brain. However, the recent 
demonstration that immature neural progenitor cells with multipotent 
properties can be isolated from both the developing and adult CNS and that 
these cells can be maintained and propagated in culture, has provided a 
new interesting tool for restorative cell replacement and gene transfer 
therapies. Embryonic stem cells, obtained from the early stages of 
embryonic development, and neural stem cells, obtained from the developing 
brain, may provide renewable sources of cells for therapeutic purposes, 
and could eventually offer a powerful alternative to primary fetal CNS 
tissue in clinical transplantation protocols. The purpose of this 
review is to discuss the prospects of the emerging progenitor cell 



technology for cell replacement and restorative therapies in 
neurodegenerative diseases, and consider some of the critical issues that 
must be solved in order to make progenitor cells useful in studies of 
brain repair. 
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IN Cibelli, Jose; Good, Deborah J. 

TI Prion-free transgenic ungulates bearing a deletion or 

disruption of the prion gene and not susceptible to prion-related diseases 

and their use 
SO PCT Int. Appl., 77 pp. 

CODEN: PIXXD2 
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IN Luo, Tianci; Berkowitz, Robert David; Kaleko, Michael 

TI Bovine immunodeficiency virus (BIV) based vectors for transferring a gene 

of interest into a mammalian cell 
SO PCT Int. Appl., 60 pp. 
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TI Technical progress in knock-out mice production 
SO Diabetes Frontier (2001), 12(1), 115-122 
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AU Lallemand, Yvan; Luria, Victor; Haf f ner-Krausz, Rebecca; Lonai, Peter 
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activation of the Cre site-specific recombinase 
SO Transgenic Research (1998), 7(2), 105-112 

CODEN: TRSEES; ISSN: 0962-8819 
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LI 7 ANSWER 5 OF 6 CAPLUS COPYRIGHT 2 002 ACS 

AB Methods for generating transgenic non-human animals with a 
defined deletion or with a transgene, esp. a reporter 
gene, under control of a defined promoter are described. This allows 
genes of interest to be expressed from previously identified promoters, or 
it allows the generation of homozygous or heterozygous null mutants at a 
defined locus. The cre/loxP system is used to generate targeted 
deletions. The transforming DNA carrying loxP sites is integrated at a 
target site by homologous recombination and transgenic animals are crossed 
with animals carrying a cre gene leading to elimination of the 
loxP-flanked sites from the zygote. If the cre gene is expressed from a 
constitutive promoter, then it will ensure deletion of the target sequence 
from all tissues. Animals with the cre gene under control of a 
regulatable promoter are also described. Specifically, the Cre gene is 
inserted into the ROSA26 locus of mouse. The general reporter animals 
have a gene intended for removal flanked by sites recognized by the 
recombinase. The flanking sequence is linked to a marker or reporter gene 
that is expressed when the sequence is deleted. The use of the method to 
place reporter genes under control of the promoters of ROSA (reverse 
orientation, splice acceptor) genes is demonstrated. 

LI 7 ANSWER 6 OF 6 CAPLUS COPYRIGHT 2 002 ACS 

AB A transgenic mouse strain with early and uniform expression of the Cre 

site-specific recombinase is described. In this strain, PGK-Crem, Cre is 
driven by the early acting PGK-1 promoter, but, 

probably due to cis effects at the integration site, the recombinase is 
under dominant maternal control. When Cre is transmitted by PGK-Crem 
females mated to males that carry a reporter transgene flanked by loxP 
sites, even offspring that do not inherit PGK-Cre delete the target gene. 
It follows that in the PGK-Crem female Cre activity commences in the 
diploid phase of oogenesis. In PGK-Crem crosses complete recombination 
was obsd. in all organs, including testis and ovary. We prepd. a mouse 
stock that is homozygous for PGK-Crem and at the albino (c) locus. This 
strain will be useful for the early and uniform induction of ectopic and 
dominant neg. mutations, for the in vivo removal of selective elements 
from targeted mutations and in connection with the manipulation of 
targeted loci in 'knock in 1 and related technologies. 
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